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I. Basis of the report 

1 . With regard to the elements of the international application (Replacement sheets which have been furnished to 
the receiving Office in response to an invitation under Article 14 are referred to in this report as "originally filed" 
and are not annexed to this report since they do not contain amendments (Rules 70. 16 and 70. 1 7)): 
Description, pages: 

1 -28 as originally filed 



Claims, No.: 

1-30 

Drawings, sheets: 

1/9-9/9 



as originally filed 



as originally filed 



2. With regard to the language, all the elements marked above were available or furnished to this Authority in the 
language in which the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language: , which is: 

□ the language of a translation furnished for the purposes of the international search (under Rule 23.1 (b)). 

□ the language of publication of the international application (under Rule 48.3(b)). 

□ the language of a translation furnished for the purposes of international preliminary examination (under Rule 
55.2 and/or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the 
international preliminary examination was carried out on the basis of the sequence listing: 

□ contained in the international application in written form. 

□ filed together with the international application in computer readable form. 

□ furnished subsequently to this Authority in written form. 

□ furnished subsequently to this Authority in computer readable form. 

□ The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in 
the international application as filed has been furnished. 

□ The statement that the information recorded in computer readable form is identical to the written sequence 
listing has been furnished. 

4. The amendments have resulted in the cancellation of: 

□ the description, pages: 

□ the claims, Nos.: 
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□ the drawings, sheets: 

5. □ This report has been established as if (some of) the amendments had not been made, since they have been 
considered to go beyond the disclosure as filed (Rule 70.2(c)): 

(Any replacement sheet containing such amendments must be referred to under item 1 and annexed to this 
report.) 



6. Additional observations, if necessary: 



V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 

1. Statement 

Novelty (N) Yes: Claims 4,6,12,14,18,19,28,29 

No: Claims 1-3,5,7-11,13,15-17,20-22,24-27,30 

Inventive step (IS) Yes: Claims 23 

No: Claims 1 -22,24-30 

Industrial applicability (IA) Yes: Claims 1-30 

No: Claims 



2. Citations and explanations 
see separate sheet 



VII. Certain defects in the international application 

The following defects in the form or contents of the international application have been noted: 
see separate sheet 



VIII. Certain observations on the international application 

The following observations on the clarity of the claims, description, and drawings or on the question whether the 
claims are fully supported by the description, are made: 
see separate sheet 
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The following documents (D) are referred to in this report; the numbering will be 
adhered to the rest of the procedure: 

D1 : VANHOORELBEKE KAREN ET AL: 'A reliable and reproducible ELISA 

method to measure ristocetin cofactor activity of von Willebrand factor.' 

THROMBOSIS AND HAEMOSTASIS, vol. 83, no. 1 , January 2000 (2000- 

01), pages 107-113, XP000974940 ISSN: 0340-6245 
D2: WO 92 16225 A (BRIGHAM & WOMENS HOSPITAL) 1 October 1992 (1992- 

10-01) 

D3: HOYLAERTS MARC F ET AL: 'Promotion of binding of von Willebrand 
factor to platelet glycoprotein lb by dimers of ristocetin.' BIOCHEMICAL 
JOURNAL, vol. 306, no. 2, 1995, pages 453-463, XP000974675 ISSN: 
0264-6021 cited in the application 

SECTION V 

1 . Novelty (Article 33(2) PCT) 

1.1 The subject matter of claims 1-3,5,7-1 1 ,13,15-17, 20-22,24-27,30 is not novel. 

Claims 1-3,5,7-11,13,15,16,20-22,24-27 are anticipated by D3. D3 (abstract; 
page 454, second and fourth paragraph) describes the interaction between 
purified vWF and GPIb ("method of detecting von-Willebrand factor activity" or 
"complex" according to present claims 1, 2,5). GP1b was purified from platelets 
after solubilization ("soluble" according to present claim 24) over an anti-GP1b 
antibody ("anti-GPIb) antibody" according to present claim 26) coated sepharose 
column. Purified GPIb ("glycoprotein lb(a)" according to present claim 1) was 
coated on wells of microtiter plates ("solid support", "plastic", "microtiter 
plate", "heterogeneous" according to present claims 3,10,1 1,13,15) and they were 
incubated with purified vWF from plasma ("blood sample", diluted" according to 
present claims 20 to 22) and ristocetin ("ristocetin" according to present claims 1 
and 25). GPIb associated vWF was revealed by horse radish peroxidase 
conjugated anti-vWF monoclonal antibodies ("anti-vWT antibody" according to 
present claims 7, 8,9,27) in an ELISA assay ("ELISA" according to present claim 
16). 
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Claims 1,17 and 30 are anticipated by D2. D2 (abstract; page 42, second 
paragraph) describes recombinant Gplb(oc) in an agglutination assay comprising a 
recombinant Gplb(a) polypeptide ("GP1b(a) is recombinantly produced" 
according to present claim 30) and vWF. 

1.2 Claims 4,6,12,14,18,19,23, 28,29 are novel, since they are not disclosed in the 
prior art documents. 

2. Inventive Step (Article 33(3) PCT). 

2.1 Dependent claims 4, 6,12,14,18,19 do not contain any features which, in 
combination with the features of claim 1 to which they refer, meet the require- 
ments of the PCT in respect of inventive step, since these features can be 
considered as mere alternatives for the skilled person in the art, without that they 
add to claim 1 any unexpected effect whatsoever. 

2.2 Claims 28 and 29, relating to a kit or the use thereof comprising the components 
(a) to (d), do not involve an inventive step, since it would be obvious for the skilled 
person to bring together in the form of a kit, the components needed to carry out a 
non-inventive method. A kit for a non-inventive method itself is thus not inventive. 

2.3 Claim 23 would appear to involve an inventive step. 

D3 (see section 1 .1 above) is considered to be the closest prior art. Claim 23 
differs from D3 in that it relates to a method for discrimination between von 
Willebrand disease typ I and II in that it determines the total amount of vWF 
antigen and the vWF activity in a test sample. 

The technical problem to be solved would reside in further applications of the vWF 
activity assay to overcome problems known in the prior art accompanied with 
these assays (see pages 2 to 4 of the description). 

The skilled person, equipped with the knowledge of D3, would not be motivated to 
arrive at the subject matter of claim 23, since it has not been suggested in D3 
alone or in combination with any other prior art document, that discrimination 
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between vWF type I and vWF type II can be accomplished by steps (a) to (d) and 
moreover that means are thus provided for a more reproducible and more precise 
test with low inter and intra-assay variability (see page 5, second paragraph of the 
description). 

3. The priority date of the present application, i.e. 05.07.1999, is validly claimed and 
therefore D1 does not form part of the state of the art. 

SECTION VII 

4. Contrary to the requirements of Rule 5.1(a)(ii) PCT, the relevant background art 
disclosed in D2 is not mentioned in the description, nor are these documents 
identified therein. 

SECTION VIII 

5. The passage "or a functional equivalent substance" renders the subject matter of 
claim 1 for which protection is sought unclear and contravenes Article 6 PCT. 

6. The use of optionally features in the passage "optionally further comprising...." 
renders the subject matter that follows this passage non limiting for the scope of 
claim 29 and introduces ambiguity in said scope and so contravenes Article 6 
PCT. 
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| | the text is approved as submitted by the applicant. 
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5. With regard to the abstract, 
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□ the text has been established, according to Rule 38.2(b), by this Authority as it appears in Box III. The applicant may, 
within one month from the date of mailing of this international search report, submit comments to this Authority. 

6. The figure of the drawings to be published with the abstract is Figure No. J 



| | as suggested by the applicant. [ ] None of the figures. 

[X] because the applicant failed to suggest a figure. 

| | because this figure better characterizes the invention. 
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